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JAN 23, 2004

MEMORANDUM: OFFICE OF

SUBJECT:

FROM:

TO:

REF:

PREVENTION, PESTICIDES
AND
TOXIC SUBSTANCES

Ethical Screen of Human Studies with MITC
John M. Carley

Anna Lowit

MRID 44400401 Russell, M., Rush, T. (1996) Methyl Isothiocyanate:
Determination of Human Olfactory Threshold and Human No Observable Effect
Level for Eye Irritation. Unpublished study performed by Sensory Testing
Laboratory, School of Medicine, Univ. of California, Davis, and Zeneca Ag
Products Western Research Center, Richmond CA. Project numbers
MITC-UCD-1A-1993 and MITC-UCD-1B-1994; Report no. RR 96-049B. 136 p.

At your request I have screened the referenced document, applying the "Revised Draft
Framework for Ethical Review" recently developed by the EPA Science Policy Committee’s
Human Studies Work Group. The completed "framework" is attached, reflecting separate
consideration of each of the two studies reported in this single document. Here is a summary of
my observations under the seven headings used in the framework.

1. Value of the Research to Society: Societal benefit beyond increase in knowledge is

not clear. In both studies new methodology is asserted to yield more reliable
results than earlier studies, but the failure to publish the study compromises this
potential benefit.

2. Scientific Validity of the Research : I defer to others for a full review of the

scientific validity of this study. If others conclude it is not valid, I would like an
opportunity to reconsider this assessment. From my layman’s perspective the
research appears generally sound, but the equipment used, which was developed
specifically for this research, certainly wasn’t standard.

3. Subject Selection: No obvious biases; no indication of exploitation of vulnerable

populations, but less than complete information.

4. Risk-Benefit Ratio: Notwithstanding IRB approval, R/B ratio is not clearly

favorable. Would have been improved by publishing results.



Internet Adedress (URL) * http://www.cpa.gov

Recycled/Recyclable » Printed with Vegetable Oil Based Inks on Recycled Paper (Minimum 50% Postconsumer content)



5. Independent Ethical Review: Assertion of approvial without any supporting
documentation or detail is typical of published studies, but unusual for
unpublished studies. Insufficient information is provided to assess the
independence or the quality of ethical review.

6. Informed Consent: Informed consent is asserted for the olfactory threshold study,
without supporting documentation or detail. Informed consent is not mentioned
in the report of the eye irritation study. Insufficient information is provided to
assess the quality of informed consent.

7. Respect for Potential and Enrolled Subjects: Insufficient information is provided to
assess this factor.

In summary, this study as reported shows little concern for the safety or welfare of the
research subjects. The investigators appear to have been much more concerned about whether
the subjects could use the specialized equipment well. All that can be said for the brief,
perfunctory references to ethical review and approval and to informed consent is that they are

present.

Nonetheless I am aware of no barrier in current law or Agency policy to your giving this
study full consideration in your risk assessment. You should, however, check with senior
management before determining whether and to what degree to rely on it.

Attachment
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